Background: There is limited data that investigates the national rates of drug-resistant tuberculosis (TB) in Saudi Arabia. This study aimed to estimate the rates of multi-drug-resistant tuberculosis (MDR-TB), rifampicin-resistant tuberculosis (RR-TB), and monoresistance (MR) in Saudi Arabia. Methods: A retrospective cohort study was conducted on all TB cases reported to the National TB Control and Prevention Program (NTCPP) registry at the Saudi Ministry of Health between January 1, 2014 and December 31, 2015. A total of 2098 TB patients with positive TB cultures were included in the study. Subgroup analyses and multivariate binary logistic regression models were performed with IBM SPSS 23.0. Results: Of the total TB cases, 4.4% (95% CI: 3.59%-5.40%) were found to have MDR-TB. The rates of MR were 3.8% (95% CI: 2.99%-4.67%) for ethambutol, 5.4% (95% CI: 4.50%-6.49%) for pyrazinamide, 10.2% (95% CI: 5. 89%-11.52%) for isoniazid, 11% (95% CI: 9.70%-12.43%) for streptomycin, and 5.9% (95% CI: 4.90%-6.96%) for rifampicin. The high rates of MDR and RR-TB were found among the younger age group, female gender, and those who had a previous history of TB. We also discovered that renal failure tends to increase the risk of rifampicin resistance. Conclusions: National TB data in Saudi Arabia shows that the rate of MDR-TB was similar to the global rate reported by the World Health Organization (WHO). It is a relatively high rate as compared to Western countries. The proportion of MDR/RR-TB patients tends to be higher in the younger age group, female gender, and in patients with a previous history of TB treatment. Effective strategies for prevention of all multi-drug-resistant TB cases are warranted.
Background
Tuberculosis (TB) is a major public health concern in Saudi Arabia's health system [1] . Despite the implementation of prevention and control measures, TB remains a public health concern in several of the developed world's health systems [2] [3] [4] [5] . The World Health Organization (WHO) reported around 10 million newly diagnosed TB cases in 2016 [6] .
According to WHO, TB has been ranked Number 11 of the top leading causes of death in Saudi Arabia. A total of 64,345 new TB cases were reported in Saudi Arabia during a period of 20 years (1991 to 2010) [7] . Although TB can be treated in most cases, patient and health-system challenges exist regarding proper utilization of TB treatment, compliance [8] , and direct observation of each TB patient under treatment [9] . Unfortunately, TB bacilli may develop resistance to Anti-TB drugs. [10] .
MDR-TB (MDR-TB) is defined as resistance to isoniazid and rifampicin, the two most potent anti-TB drugs [11] . Developing resistance to anti-tuberculosis medications has immense implications on the management of TB by 1) increasing the treatment duration, 2) having to use second-line medications with broader side-effects profiles, 3) the increased cost of therapy, and 4) the lower success rates (82% for drug-susceptible TB, 52% for MDR-TB, 28% for XDR-TB) [6, 12, 13] . Globally, of all TB patients diagnosed in 2015, 4.6% of the new TB cases were found to have MDR-TB, in addition to 21% of the previously treated patients, and it was estimated that there were 480,000 new cases of MDR-TB worldwide [6] . The Saudi region-specific rates of MDR-TB were reported between 1 and 5% [14] [15] [16] . A single national study reported an overall MDR-TB rate of 4% [17] . To date, there has been no other national study that investigates the MDR-TB rate in Saudi Arabia. This epidemiological study aimed to estimate the rates of MDR-TB, RR-TB, and monoresistance to anti-TB drugs in Saudi Arabia. We also assessed the association between the demographic and clinical characteristics and the rate of high MDR-TB and RR-TB in the Saudi population.
Methods
A retrospective cohort study was conducted on all TB cases reported to the National TB Control and Prevention Program (NTCPP) registry at the Saudi Ministry of Health between January 1, 2014 and December 31, 2015. The NTCPP registry is a data registry at the Saudi Ministry of Health, where all suspected and confirmed TB cases are registered from all Saudi Arabian regions, with all related variables that enable researchers and stakeholders to retrieve and analyze any data at any period of time. The authors used a retrospective design because it can be useful in identifying the factors associated with the high rates of drug-resistant TB using large-scale existing data. We assessed the drug-resistant TB over a two-year period (January 1, 2014 through December 31, 2015). The Institutional Review Board (IRB) approval was obtained from King Abdullah International Medical Research Center (KAIMRC) in December 2016. All registered TB cases in the NTCPP registry from January 2014 through December 31, 2015 were reviewed. The eligibility criterion was defined as TB cases with positive TB cultures as culture is considered the gold standard method that provides viable organisms to perform DST. DST is the definite diagnostic tool for confirming resistance of Mycobacterium tuberculosis against isoniazid, rifampicin, ethambutol, pyrazinamide, and streptomycin as per program guidelines. No subsample was selected as all TB patients fulfilling the eligibility criteria were included in the study. We extracted demographic data (age, gender, nationality, and place of residence); co-morbidity (renal disease, HIV, diabetes, lung disease, and immunosuppression); type of TB (pulmonary or extra pulmonary); history of previous TB treatment; and the drug susceptibility test for isoniazid, rifampicin, ethambutol, pyrazinamide, and streptomycin.
Statistical analysis
We analyzed the data using IBM SPSS Statistics for Windows, version 23 (IBM Corp., Armonk, N.Y., USA). Summary statistics were used to describe the sample characteristics ( Table 1) . The rates of multi-drugresistant tuberculosis (MDR-TB), rifampicin-resistant tuberculosis (RR-TB), and monoresistance (MR) were described by percentage and 95% confidence intervals (CI). We estimated the rates of MDR-TB and RR-TB by each of the variables.
Subgroup analyses
Chi-square/Fisher's Exact were used to test the associations between the sample characteristics across MDR-TB and RIF-resistance ( Table 2) . 
Multivariate analyses
We used multivariate logistic models to identify the factors related to MDR-TB and RIF-resistance (Table 3 ). All variables assessed by the subgroup analyses were included in the multivariate models. The strength of the relation was assessed using unadjusted and adjusted odds ratios OR and aOR)and 95% CI (Table 2 and Table 3 , respectively). In all analyses, the significance level was determined at P ≤ 0.05.
Results
A total of 6753 patients included in NTCPP registry from January 1, 2014 through December 31, 2015 were reviewed. Around 4655 patients were excluded due to non-availability of culture results, or non-availability of rifampicin-susceptibility test results. A total of 2098 patients with positive TB cultures enrolled in the study for the final analysis. The mean age was 36.6 (SD = 15.9) years. Of the TB cases, 69.1% were male, 11.7% were housemaids, and 41.9% were Saudi. About 38% of these TB cases occurred in the Western region of Saudi Arabia. Pulmonary tuberculosis was common in TB patients (90.6%), while 9.4% had extra-pulmonary tuberculosis (EPTB). More details can be found in Table 1 . The rate for MDR-TB in TB patients studied was 4.4% (95% CI: 3.59%-5.40%), while the resistance rate was 3.8% (95% CI: 2.99%-4.67%) for ethambutol, 5.4% (95% CI: 4.50%-6.49%) for pyrazinamide, 5.9% (95% CI: 4.90%-6.96%) for rifampicin, 10.2% (95% CI: 5.89%-11.52%) for isoniazid, and 11% (95% CI: 9.70%-12.43%) for streptomycin.
According to subgroup analyses (Table 2 ), the resistance rates for MDR/RR-TB were low in the Eastern region. The resistance rates for MDR-TB and RR-TB were high in patients with previous anti-TB treatment, and chronic renal failure was associated with a higher rate of RR-TB. There was no association regarding gender, age, TB site, nationality, or HIV status. According to multivariate logistic models (Table 3) , the female gender is more likely to have MDR-TB and RR-TB (2.21 and 1.78 times) as compared to the male gender, respectively. As age increases by 1 year, MDR-TB and RIF-resistance tend to decrease by 2%.
In comparison to patients with no previous anti-TB treatment, MDR-TB and RR-TB were 12.08 and 9.33, respectively, times more likely to occur in patients with previous TB treatment. Patients from the Eastern region are less likely to develop MDR-TB and RR-TB by 65% and 72% respectively, compared with patients from the Central region. Compared to patients with no renal failure, patients with renal failure were 6.61 times more likely to have RR-TB. Housewives, compared to other occupations, were 67% and 72% less likely to have MDR-TB and RR-TB, respectively.
Discussion
Our data showed that the rate of MDR-TB in Saudi Arabia is within the global average as per the 2016 WHO Significant at α = 0.05; aOR adjusted odds ratio, TB Tuberculosis, HIV human immunodeficiency virus, MDR-TB multi-drug-resistant tuberculosis, RR-TB rifampicinresistant tuberculosis, EPTB extra-pulmonary tuberculosis. The percentages of correct classification were 95.6% for MDR-TB and 94.1% for RR-TB report [6] . Similar to a previous Al-Hajoj et al. study, our study revealed that the Western and Central regions showed the highest rates of MDR-TB and Eastern region was the lowest [17] . The high rates in the Western region could be due to the presence of the two biggest holy sites (Mecca and Medina), which are visited by millions of Muslim from all around the world, including from countries where TB is highly endemic. During Hajj season, TB is the most frequent cause of hospitalization [18] . In the Central region we expected the higher rate could be due to the presence of four tertiary care hospitals in addition to the MOH central hospital and the chest hospital, that serve as referral centers from the periphery for all suspected and confirmed TB cases.
Comparing our result with the Al-Hajhoj study, there were slightly higher rates of MDR-TB (4.4% vs. 4.0%) and RR-TB in our study (5.8% vs. 5.3%), respectively. Comparing the rate of MDR-TB in the newly treated patients, the Al-Hajhoj study showed 1.8% of newly treated patients had MDR-TB, while our study showed a higher rate of MDR-TB (2.9%) among the newly diagnosed patients [17] . Our study showed consistent results with several published studies regarding previously treated patients and the risk of MDR-TB [17, [19] [20] [21] [22] [23] [24] .
Our study also revealed that each one-year increase was associated with a 2% decrease in MDR-TB. This was similar to what was seen in a European meta-analysis, which showed that patients younger than 65 years of age were associated with a higher risk of MDR-TB [19] and in an Ethiopian study, which showed that patients younger than 25 years of age had an increased risk of MDR-TB [20] . This association could be explained by the fact that younger patients have lower compliance to the medication compared with the elderly.
In our study, the female gender was associated with a higher rate of MDR-TB compared with males. This finding contradicted the results of the previously mentioned metaanalysis, which showed that males have a higher chance of developing MDR-TB when compared to females [19] .
This study has several limitations: the data were collected retrospectively, and due to the nature of the study, we did not include modifiable factors such as patient compliance and appropriateness of regimen. These factors could be important in developing anti-TB resistance as is shown in a study conducted in Turkey in 2004 [24] . Data were not available for close contact with other MDR-TB patients, alcohol use, and monthly income in our patients, which may be important factors for a high rate of MDR-TB as was shown in the Mulu study [20] . No data on intravenous drug abuse was collected, however it was found to be associated with MDR-TB in a 2014 study conducted in Portugal [23] . Despite these limitations, the study determined the overall MDR-TB rate and TB patients with high risk in Saudi Arabia. The study may be helpful to policymakers wanting to address the rising concern of MDR-TB in Saudi Arabia.
Conclusion
National TB data in Saudi Arabia shows the rate of MDR-TB is in accordance with global rates, however, it is a relatively high rate when compared to Western countries. The proportion of MDR/RR-TB cases tends to increase in younger age group, female gender, and in patients with previous TB treatment. The rates of MDR/ RR-TB varied between regions in Saudi Arabia, with the Eastern region reporting the lowest MDR-TB rate. Further studies are required to understand the association between the suggested high risk and drug-resistant TB. It will help in addressing the early identification of the drug-resistant TB patients and their management.
